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Application/Control Number: 09/708,006 
Art Unit: 1621 

DETAILED ACTION 
Current Status 

1 . This action is responsive to Applicants' Request for Reconsideration of 16 June 
2003 in Paper No 23. 

2. Receipt and entry of Applicants' submission is acknowledged. 

3. Claims 1-15 remain pending. 

5. Claims 1-15 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Wakamatsu et al (US 4,810,818 03-1989) and further in view of Nofre et al (US 
5,480,668 01-1996). 

The instantly claimed invention is a crystalline form of the Aspatame derivative 
Neotame, and compositions comprising it. 

Wakamatsu teaches (Column 3, lines 1 1-43) a method of producing a more easily 
soluble crystalline form of aspartame which comprises granulation and drying the 
aspartame to a water content of 2.6% by weight. Wakamatsu further teaches 
(Column 2, lines 17-18) a range of granule size of 0.1 to 10 mm which embraces the 
instant range of 100-1,400 urn (which corresponds to 0.1-1 .4 mm). 

The difference between the instant invention and that taught by Wakamatsu is that 
Wakamatsu does not suggest the use of N-[N-(3,3-dimethy,b U «yl)-L-a-a S part y l]-L- 
pnenylalanine 1-methyl ester (Neotame) in this process to create a more soluble 
form of neotame. 
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Nofre, however, teaches (Column 4, line 65-Column 5, line 10) Neotame and its 
synthesis (Column 6, lines 27-54) from Aspartame to which it is a close analog. 
Nofre further teaches (Column 1. lines 10-19) the use of Neotame as a sweetening 
agent in food and drinks as well as its use (Column 6, lines 16-26) in conjunction 
with other sweeteners such as sucrose and saccharin. Nofre further teaches 
(Column 6, lines 8-16) its use in conjunction with carriers or bulking agents such as 
poiydextrose, starch, maltodextrins, and cellulose. Nofre teaches (Column 4, lines 
29-37) the use of Neotame for all uses of the known sweetener aspartame. 

Thus the instantly claimed invention would have been obvious to one of ordinary skill 
in the art. The motivation for performing this invention would have been to provide 
the same improved solubility for Neotame that the process of Wakamatsu provided 
for its close analog Aspartame, a commercially important sweetener. Because of the 
very close structural similarity of Neotame and Aspartame and the large overtap in 
their chemical and physiological behavior and intended uses the expectation for 
success would have been reasonable. 
Examiner's Response to Applicants' Arguments wHh Regard to This Rejection 
4. Applicants have presented several arguments with regard to this rejection. The 
Examiner responds to these below: 

a. Applicants' argue (Request, page 2, 2* full paragraph) that the Declaration of 
Nagashima shows that the neotame produced according to Nofre exists either 
in an amorphous state or as A-Type crystals. Applicants are referred to the 



Application/Control Number: 09/708,006 
Art Unit: 1621 



Page 4 



previous discussion in which this declaration was found deficient in Paper No 
1 1 at paragraphs 5a and 5b. 
b. Applicants further argue that no prior art reference has been cited that stands 
for the proposition that the mere existence of one crystal form for a given 
compound suggests the existence of another different form for that 
compound. The Examiner agrees as pointed out by Applicants. Applicants 
further argue that the discovery of a new crystal form of a known compound is 
unexpected. The Examiner disagrees, in this instance, that the discovery of a 
new crystal form is surprising since Wakamatsu teaches one of ordinary skill 
in the art to expect that the analogues of Aspartame (of which Neotame is 
one) may be expected to exhibit different crystalline forms depending upon 
water content. 

c. Applicants further argue that the Examiner disregards the argument that 
different crystalline forms exhibit different physical properties which have a 
large influence on the industrial processing thereof. The Examiner disagrees 
that that he has disregarded this argument. In fact, Wakamatsu teaches this 
for the case of the neotame analog aspartame 

d. Applicants again argue that the discovery of a new crystal form is 
unexpected. The Examiner again disagrees that the discovery of a new 
crystal form is surprising since Wakamatsu teaches one of ordinary skill in the 
art to expect that the analogues of Aspartame may be expected to exhibit 
different crystalline forms depending upon water content. The "discovery" of 
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such is, in fact, expected based on the teaching of Wakamatsu. While the 
structure of the crystalline form may be unpredicatable its existence in not. 

e. Applicants again reiterates the argument that the rejection over Wakamatsu 
and Nofre is deficient in that no prior art reference has been cited that stands 
for the proposition that the mere existence of one crystal form for a given 
compound suggests the existence of another different form for that 
compound. The Examiner again responds that such a reference is not 
required by the logic of the rejection and Applicants have not pointed out how 
it is. 

f. Applicants further argue that the following two "assertions" by the Examiner 
are contradictory: 

i. The irrelevance to the rejection that no prior art reference has been 
cited that stands for the proposition that the mere existence of one 
crystal form for a given compound suggests the existence of another 
different form; and 

ii. Structural similarities between Aspartame and Neotame would have 
motivated the artisan to apply the methods of Wakamatsu to Neotame. 

The Examiner responds to this argument as follows: 

i. The Examiner does not see any logical nexus between i and ii above 
and there can therefore be no contradiction. 

ii. Applicants have mischaracterized the Examiner's argument in ii above 
since structural similarities between Aspartame and Neotame are not 
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argued to have motivated the artisan to apply the methods of 
Wakamatsu to Neotame but, instead, to provide the expectation for 
success in applying the methods of Wakamatsu to Neotame. 

g. Applicants argue that in light of In re Certain Cefadroxil Crystalline 
Monohvdrate , 15 USPQ2d 1263 (US ITC 1990) and In re Cofer , 148 USPQ 
268 (CCPA 1966) that a new crystalline form of a compound is not obvious 
absent evidence that "the prior art suggests the particular structure or form of 
the compound or composition as well as suitable methods for obtaining that 
structure or form". Applicants interpret this to mean that the specific structure 
of instant crystal type "C" must be suggested. The Examiner disagrees. The 
Examiner considers Wakamatsu's teaching of a more stable soluble form of 
Aspartame (corresponding to material having the instantly desired properties) 
a sufficient suggestion of form. 

h. Applicants' present (Response, page 8, top 2/3) a description of the teachings 
of Wakamatsu, allegedly supported by the disclosure of Sugiyama et al (US 
5,479747 04-1986), which appears to represent a conflation of the two 
references for which no logical support is provided. Sugiyama, however, 
does, in genera! terms, seem to support the Examiner's position that different 
crystalline forms of Aspartame (and its analogue Neotame) are to be 
expected with varying water content. 

i. Applicants conclude on the basis of the above-noted conflation that the 
references teach that as water content is reduced so is solubility and that this 
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is in contrast to the present invention. The Examiner disagrees. Wakamatsu 
teaches that a more stable highly soluble form of Aspartame can be obtained 
by drying to water contents as low as 1.9%. Sugiyama is completely silent 
with regard to solubility of the different crystalline forms. 

Applicant's arguments filed 16 June 2003 have been fully considered but they are 
not persuasive for the reasons set forth above. 

Conclusion 

5. Claims 1-15 are pending. Claims 1-15 are rejected. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and 
any extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing 
date of the advisory action. In no event, however, will the statutory period for reply 
expire later than SIX MONTHS from the mailing date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Paul A. Zucker whose telephone number is 703-306- 
0512. The examiner can normally be reached on Monday-Friday 7:00-3:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Johann R. Richter can be reached on 703-308-4532. The fax phone 
number for the organization where this application or proceeding is assigned is (703) 
872-9306. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 703- 
308-1235. 

Paul A. Zucker, Ph.D. 
Patent Examiner 
Technology Center 1600 




Johann Richter, Ph.D., Esq. 
Supervisory Patent Examiner 
Technology Center 1600 



